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What is claimed is: 



1 . V process for the production of a stable composition comprising a 
mixture of sulfated estrogens, the process comprising the steps of: 

a) \eacting a sulfur trioxide complex with a mixture of alkali metal salts 

(\estrogens to provide a mixture of sulfated alkali metal salts of 
estiogens; 

b) addifi^ a stabilizing amount of tris(hydroxymethyl)aminomethane; 
and 

c) recoveiVig the stable composition comprising the mixture of 
sulfated estrogens and tris(hydroxymethyl)aminomethane. 

2. The process acaording to claim 1 wherein the estrogens comprise at 
least two of A^'^-dehydroestiWie. estrone, equilin or derivatives thereof. 

3. The process according to claim 1 wherein the sulfur trioxide complex is 
selected from the group consisting of sulfur trioxide-pyridine and sulfur trioxide- 
trimethylamine. 

4. The process according to claim 1 wherein the alkali metal salt is 
selected from the group consisting of lithium, sodium, and potassium. 

5. The process according to claim 1 wherein steps a) and b) are 
performed in an apolar, aprotic solvent. 

6. The process of claim 5 wherein the solvent is tetrahydrofuran. 

7. The process according to claim 1 wherein all steps are performed in a 
single reaction vessel. 
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^ ^ 8. Tlie process according to claim 1 wherein the mixture of sulfated 

Q^^^ estrogens are producebUn a specific ratio by starting with a specific ratio of at 
least two of A^'^-dehydroe^rone, estrone, equilin or derivatives thereof. 

9. The process according to claim 1 further comprising the step of 
obtaining the mixture of alkali metal salts of estrogens by reacting a mixture of 
estrogens with an alkali metal hydride in an apolar, aprotic solvent. 

10. The process according to claim 9 wherein the sulfur trioxide complex 
p is selected from the group consisting of sulfur trioxide-pyridine and sulfur trioxide- 

trimethylamine. 



1 1 . The process according to claim 9 wherein the alkali metal salt is 
selected from the group consisting of lithium, sodium, and potassium. 



12. The process according to claim 9 wherein the apolar, aprotic solvent is 
2 tetrahydrofuran. 

ru 

13. The process according to claim 9 wherein all steps are performed in a 
single reaction vessel. 

^ ^ 14. The process according to claim 9 wherein the sulfated estrogens are 

produced in a specnto ratio by starting with specific ratios of A®'®-dehydroestrone. 
estrone, and derivativ^ thereof. 

15. A process for tTO production of a stable composition comprising a 
mixture of sulfated estrogerV the process comprising the steps of: 

a) reacting a mixture of estrogens with sodium hydride in an apolar, 
aprotic solvent to orovide a mixture of alkali metal salts of the 
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strogens; 

b) reading sulfur trioxide-trimethylamine with the mixture of alkali 
metalSsalts of estrogens in an apolar, aprotic solvent to provide a 
mixture\f sulfated alkali metal salts of estrogens; 

c) adding a stabilizing amount of tris(hydroxymethyl)aminomethane; 
and 

d) recovering th^table composition comprising the mixture of 
sulfated estrogeWs and tris(hydroxymethyl)aminomethane. 



Q 16. The process according^© claim 15 wherein the mixture of estrogens 

5 comprises at least two of A®'®-dehya^estrone, estrone, equilin or derivatives 

1=^ thereof. 



Bi 17. The process according to claim 15 wherein the apolar. aprotic solvent 



□ is tetrahydrofuran. 

s . 



ra 18. The process according to claim 15 wherein all steps are performed in 

^ a single reaction vessel. 

19. The process according to claim 15 wherein the sulfated estrogens are 
^^^^ produced in a specin^ratio by starting with a specific ratio of at least two of A^' - 
dehydroestrone, estron^Sequilin or derivatives thereof. 



. 15- 



